AMENDMENTS TO THE CLAIMS: 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of claims 

What is claimed is: 

1-33. (Canceled) 

34. (Presently Amended) A method for modulating ER-0 in a cell expressing 
ER-P, comprising contacting the cell with an effective amount of a compound of claim 1 
having the structure: . . . 




or a pharmaceutical! y acceptable salt thereof; 

wherein 

a is (X 1 or 2; 

A, B and C are independently CH, CR or N; 
D is -(CH 2 y or -(CH 2 ) X(K)¥CHA»-: 

Rl represents one or two substituents independently selected from -X-Y: 

R 2 is C ur alkyl, C^aryl, C7-i?aralkyl, -C(-Q)R^ a five- or six-membered 
heterocycle or heterocyclealkyl containing up to two heteroatoms selected from (X NR^ and 
S(Q) g , or a bicvclic ring system contain a five- or six-membered heterocycle fused to 
phenyl, wherein each of the above groups are optionally substituted with one to three 
substituents independently selected from -X-Y or R4; and 

R. is hydroge^-R^ -(CHAC(=Q)R^ -(CHACr=Q)OR^ -(CH 2 ) cC(=Q)NR*R 7 . 
-(CHAC(=Q)NR^(CH z )„ C(=0)R 7Rg , -fCHA NR ^C^O^ -(CH 2 ) ,NR*C(=Q)NR7R*. 
-(CH 2 ) £ NR*R 2 , ~(CH 2 U)Rfr -(CH 2 ) 5 SO fl R* or -fCH 2 ) £ S0 2 NR* R 2 : 

and wherein 



3 
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R4 is at each occurrence independently halogen, hydroxy, carboxy, C u^ alkyl, C i. 
a alkoxy, C r ^haloalkyl, acyloxy, C ^-a thio, O ua alkylsulfinyl, O u ^alkylsulfonyl, (hydroxv^C u 
4 glkyL C fi-n arvl C^aralkvl, -Cf=Q)OH, -C(=Q)OR, -OC(=Q)R, -C(=CT>NHR, - 
Cf=Q)NRR, -C(=Q)NHOR, -SQ 2 NHR, -NHSQ 2 R, -CN. -NQ 2 , Ci ^alkylamino, C u 
ddialkylamino, -NHC(=Q)R, NHC(^OXCH 2 | g(five- or six-membered heterocycle), a five- 
or six-membered heterocycle, or a five-or six-membered heterocycle fused to phenyl; 

Rs, R s , R 7_ and R^are at each occurrence independently hydrogen. Chalky!, 
2 2aryl, C T-n aralkyl, or a five- or six-membered heterocycle or heterocyclealkyl containing 
up to two heteroatoms selected from 0, NR and S(Q) a , wherein each of the above groups 
are optionally substituted with one to three substituents independently selected from Rj ; 

X is at each occurrence independently a direct bond; -(CHAZfCHrtm-; 
-Q(CHAZ(CH 2 y; -S(CHAZfCH 2 \ n-: -NR(CH 2 ) nZ(CH 2 W; -OfCHA CRaRh-;- 
NR £ (CH 2 ) n CR,R h -; -OCHRXHR^-; or -SCHRXHR^ -; 

Y is at each occurrence independently halogen; -R; -NR Rf; 
— N W— 




, optionally fused on adjacent carbon atoms with one or two phenyl or 



cycloalkyl rings, and with each carbon optionally and independently substituted with 
carbonyl or with one or two substituents independently selected from R4, with any two R4 
substituents on a single carbon atom optionally being taken together to form a five- or six- 
membered heterocycle, and with each nitrogen atom optionally and independently 
substituted with R, wherein W is -NR . -, -Q-, -S- or -CR R r; or a bridged or fused Cs- 
^bicyclic amine optionally substituted with one to three substituents independently selected 
from R4 ; 

or where -X- Y is 




Z is CH 2 , CH=CH, C =C, O, NR., S(Oy C(=Q\ CfOm, C(=Q)NR . , NRXf=0), 



C(=Q)NR,, NRC(=Q) or 




G is O, S or NR .; 

n and m are at each occurrence independently 0, 1, 2 or 3; 
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p is at each occurrence independently h 2 or 3; 
q is at each occurrence independently 0, 1 or 2; 
r is at each occurrence independently L 2, 3, 4 or 5; 
s is at each occurrence independently 0, 1, 2, 3 or 4; 
R is at each occurrence independently C r_* alkyl; 

R a and R h are at each occurrence independently Chalky! or taken together form a 
Cr^cyclic alkyl; 

Rr_ and Rd are at each occurrence independently hydrogen or C u^ alkyl; and 

" Rg~ahd Rf are at each occurrence independently hydrogen, C wn arvL C r ^alkyl, C?- 
n aralkyU a five- or six-membered heterocycle, or a five- or six membered heterocycle fused 
to phenyl; or wherein or Rf form a 3-8 membered nitrogen-containing heterocyclic alkyl 
withR a or R^; and wherein each R^ and Rf are optionally substituted with up to three 
substituents independently selected from Ra. 

35. (Presently Amended) The method of claim 32 34 wherein the cell 
preferentially expresses ER-P over ER-a. 

36. (Original) The method of claim 35 wherein the cell is bone, bladder, 
uterus, ovary, prostate, testis, epididymis, gastrointestinal tract, kidney, breast, eye, heart, 
vessel wall, immune system, lung, pituitary, hippocampus or hypothalamus cell. 

37. (Presently Amended) A method for modulating ER-P in tissue expressing 
ER-P, comprising contacting the tissue with an effective amount of a compound of claim 1 
having the structure: 




or a pharmaceutically acceptable salt thereof; 
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wherein 

a is 0, 1 or 2; 

A, B and C are independently CH, CR or N; 

D is -(CH?> or -(CH^ „ C(=OKCH 2 y: 

represents one or two substituents independently selected from -X-Y; 

R 2 is Ous alkyl, C^arvL C v-n aralkyl -C(=Q)Rs, a five- or six-membered 
heterocycle or heterocyclealkyl containing up to two heteroatoms selected from O, NR^ and 
S(Q) a , or a bicyclic ring system contain a five- or six-membered heterocycle fused to 
phenyLwherein each of the above groups-are optionally substituted with"one~to"tlu-ee ~ 
substituents independently selected from -X-Y or R4; and 

R. is.hydfogen,-R*, -(CHAC(=Q)R^ -(CH z ) ,C(=Q)OR^, -(CHA C(=Q)NR*R 2 , 

-rc^.cr-o^NR^rcH^x^om TR ^ -(ch 2 ) £ nr*c(=o)r 2 , -(chanr* c(=o)nr 2 Rk. 

4CHA NR*R Z . -(CHAOR^ -(CHA SOJU or -rCH 2 ) ,SQ 2 NR* R 2 ; 
and wherein 

R 4 is at each occurrence independently halogen, hydroxy, carboxy, Chalky!, C u 
4 alkoxy, C^haloalkvl, acvloxv. C uathio, Ci ^alkylsulfinyl, C u ^alkylsulfonvh (hydroxy^C r. 
4 alkvl C ^ 2 aryl C ^ aralkvL -Cr=Q)OH, -C(=Q)OR, ~OC(=Q)R, -C(=Q)NHR, - 
C(=Q)NRR, -C(=Q)NHOR, -SOrNHR. -NHSCXR. -CN, -NQ 2 , Ci^ alkylamino, Cu 
adialkvlamino, -NHC(=Q)R, NHC(=Q¥CH 2 Ufive- or six-membered heterocycle), a five- 
or six-membered heterocycle, or a five-or six-membered heterocycle fused to phenyl; 

R 5 , R6, R7_and R^are at each occurrence independently hydrogen. Chalky!, C^. 
n aryl, C ^ araDcy!, or a five- or six-membered heterocycle or heterocyclealkyl containing 
up to two heteroatoms selected from 0, NR^ and S(Q) g , wherein each of the above groups 
are optionally substituted with one to three substituents independently selected from R4 ; 

X is at each occurrence independently a direct bond; -(CHAZfCHA ^-; 
-Q(CH 2 ) n Z(CH?) m -; -S(CHAZ(CH 2 ^-; -NR, (CH 2 y Z(CH^-; -Q(CH^CR,R h -:- 
NR.(CH 2 ) n CR,Rh -; -OCHRXHR^-; or -SCHRXHRd -; 

Y is at each occurrence independently halogen; -R^; -NR^Rf; 
— N W— 

v [S . optionally fused on adjacent carbon atoms with one or two phenyl or 

cycloalkvl rings, and with each carbon optionally and independently substituted with 
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carbonyl or with one or two substituents independently selected from Ra, with any two R d 
substituents on a single carbon atom optionally being taken together to form a five- or six- 
membered heterocycle, and with each nitrogen atom optionally and independently 
substituted with R4, wherein W is -NR^-, -Q-, -S- or -CR^ R f-; or a bridged or fused C s. 
^ bicyclic amine optionally substituted with one to three substituents independently selected 
from R4 ; 

or where -X-Y is 



Rc N R c 




Z is CH Z , CH=CH, C =C O, NR., SfOy C(=Q), CfOmR,, C(=Q)NR., NRXM3), 



C^CONR., NRX(=Q) or 




G is O, S or NR. ; 

n and m are at each occurrence independently 0, 1, 2 or 3; 

p is at each occurrence independently 1, 2 or 3; 

q is at each occurrence independently 0, 1 or 2; 

r is at each occurrence independently 1, 2, 3, 4 or 5; 

s is at each occurrence independently 0, 1, 2, 3 or 4; 

R is at each occurrence independently C u* alkvl; 

Ra and Rh are at each occurrence independently C us alkyl or taken together form a 
Cygcyclic alkyl; 

Rr and R^ are at each occurrence independently hydrogen or C u4 alkyl; and 

R g and Rf are at each occurrence independently hydrogen, G s- ^aryl, C ug alkyl, Ct. 
naralkyl, a five- or six-membered heterocycle, or a five- or six membered heterocycle fused 
to phenyl; or wherein R^ or Rf form a 3-8 membered nitrogen-containing heterocyclic alkyl 
with R a or R^; and wherein each R . and Rf are optionally substituted with up to three 
substituents independently selected from R4 . 



38. (Original) 
expresses ER-P over ER-a. 



The method of claim 37 wherein the tissue preferentially 
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39. (Original) The method of claim 38 wherein the tissue is tissue of bone, 
bladder, uterus, ovary, prostate, testis, epididymis, gastrointestinal (GI) tract, kidney, breast, 
eye, heart, vessel wall, immune system, lung, pituitary, hippocampus or hypothalamus. 

40-45. (Canceled) 
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